with male infertility in a copy-number variant that included the FAM47C gene and is also highly expressed in testis tissue, though its function is unknown [2].
INTRODUCTION AND OBJECTIVES:
Marijuana is the most consumed illicit drug in the world, with approximately 200 million users, considered by many as an inoffensive and relaxing habit, with "real harm" anecdotally aimed solely from cigarette smoking. The aim of study is to evaluate the effects of marijuana and tobacco use in sperm and testicular function and its relationship with hypogonadism and male infertility.
METHODS: Cohort study that engaged 18-59-year-old male subjects who came for an andrological evaluation and who selfreported use of marijuana and cigarette smoking. These subjects were paired by age and compared with three other groups: (a) fertile men (pre-vasectomy candidates with no risk factors for testicular dysfunction), (b) infertile men (!12 months trying pregnancy without success) and (c) group of men who reported use of tobacco smoking only. A complete semen analysis (World Health Organization criteria), testis volume (orchidometer and/or ultrasonography), biochemical markers of sperm function and functional tests, including: creatinekinase activity, anti-sperm antibodies, reactive oxygen species (ROS), DNA fragmentation (SCSA), were evaluated. Statistical analysis was performed with SPSS 23.0 using the Kruskal-Wallis and MannWhitney tests (P<0.05).
RESULTS: A total of 622 men were divided as follow into the groups: marijuana (n[74), tobacco smokers (n[144), infertile (n[125) and fertile group (n[279). Seminal ROS levels were higher in the marijuana group (14.31AE31.63x10 4 cpm/20x10 6 sperm) (P<0.01). Comparing marijuana and tobacco groups, the first had worst overall semen parameters including: sperm concentration, total sperm count, total progressive sperm count, progressive motility, and sperm morphology by both WHO and strict criteria (all P 0.01). The mechanism was identified and is induction of oxidative stress through the generation of intracellular ROS by tetrahydrocannabinol the major component in marijuana. Estradiol levels were significantly lower (10.04AE12.38ng/dl) in marijuana group (P<0.001) while testosterone, LH and FSH levels were within reference range in all groups.
CONCLUSIONS: Both marijuana and tobacco are deleterious for testicular function but marijuana caused more sperm functional defects than tobacco, mediated by excess intracellular ROS generation. 
MP75-10 DRUG-INDUCED DEPLETION AND REPLACEMENT OF THE TESTIS GERM CELL NICHE
Tetsuhiro Yokonishi*, Blanche Capel, Durham, NC
INTRODUCTION AND OBJECTIVES: Somatic cells of the testis, including Sertoli cells, Leydig cells, peritubular myoid cells (PMCs)
, comprise the germ cell niche, and are critical to regulate spermatogenesis. Recently we discovered a drug that ablates Sertoli cells in the mouse testis 4 days after treatment, and leads to secondary loss of other somatic and germ cells 7 days after treatment. The objective of this study was to determine whether transplantation of donor testicular cells could result in engraftment of somatic lineages and restoration of spermatogenesis from the host or donor tissue.
METHODS: We injected the drug into the rete testis of an adult mouse host and analyzed the effect on host cells on day 4 and day 7 after injection using cell-specific markers. We isolated donor Sertoli cells from SOX9-CFP mouse pups, and introduced these cells into Sertoli-ablated testes 4 days post drug treatment. In addition, we injected CAG-GFP neonatal mouse testicular cells into the host testes 7 days after drug treatment. To determine whether the effect of the drug was limited to mouse, we examined the drug's effect on canine testis tissue in vitro.
RESULTS: Four days post drug injection, Sertoli cells were eliminated. However, cord structure, vasculature and Leydig cells were intact, and spermatogonial stem cells (SSCs) survived in Sertoli-depleted tubules. When isolated Sertoli cells were injected 4 days post drug treatment, they colonized and supported host spermatogenesis (Fig. 1) . In contrast, 7 days after drug treatment, tubules were depleted of both Sertoli cells and SSCs, but retained basic cord structure, and could be used as a scaffold for engraftment of both niche constructing cells and SSCs. When testicular cells were transplanted on day 7, donor Sertoli cells and SSCs settled in the tubules, and donor Leydig cells and PMCs colonized the interstitium. Donor spermatogenesis was detected 10 weeks after transplantation (Fig. 2) . In addition, we found that the drug also eliminates canine Sertoli cells.
CONCLUSIONS: This drug has been used clinically for decades, and ablates both mouse and canine Sertoli cells, suggesting that this novel method to deplete and reconstitute the mouse germ cell niche can be extended to other mammals, and may be useful for male infertility patients with Sertoli cell dysfunction, or as a strategy for fertility preservation in pre-pubertal cancer patients.
